Animals
week, and housed individually in hanging metal, mesh-bottom cages in a clean booth. The booth was placed in an -
The animals were allowed free access to tap water and a -tal Yeast Co., Ltd., Tokyo, Japan). All animal experiments were conducted in accordance with the ethical regulations Pharmaceutical Company Limited (Osaka, Japan).
Study designs
Repeated dose toxicity studies --physical condition and weighed twice weekly. Food conwere determined everyday by vaginal smear observation. Animals were killed by exsanguination under ether -thoracic, abdominal and cranial cavities were examined visually and thymus, ovaries, uterus and pituitary gland were weighed. The ovaries, uterus, vagina, pituitary gland -were transversally dissected to enable observation of the -able cell proliferating activity by an immunohistochemis--mark). Follicular Classification of the ovarian follicles Female fertility study --males were used for mating with the treated females.
tion values were determined during the treatment period -mined every day by vaginal smear observation. Females week treatment and the day on which copulation plug was found was designated day 0 of gestation. The copulatory interval was determined for each animal, and the copeach group were killed by exsanguination under carbon dioxide anesthesia, necropsied, and the numbers of corpora lutea, implants, dead embryos (resorptions, placental remnants and dead embryos) and live embryos were counted.
Statistical analyses
The interval scale data for body weights, food consumption, organ weights, mean copulatory interval and numbers of corpora lutea, implants and embryos were analyzed according to the following procedures. First, the -control group with that in each dosage group. When the rank in the control group with that in each dosage group. The data for pre-and post-implantation loss rates were transformed into ranked data as one experimental unit Williams test, which assumes a dose-related trend, was on ranked data, was performed to compare the mean rank in the control group with that in each dosage group. The data for the copulatory and fertility indices and the number of animals showing irregular estrous cycles were --et al.
RESULTS

Two weeks treatment
kg, and decrease in locomotor activity, prone position -changes were noted in the body weights, food consumpestrous cycles including prolongation and anestrus were observed in the ovarian weights in any group and uterine -thology revealed increases in atretic changes of the large ---related histopathological findings were observed in the pituitary gland in any treated group.
Four weeks treatment
Results for mortality, clinical signs (ptosis, decrease in locomotor activity, prone position and lacrimation), body weight, food consumption and gross pathology were estrous cycles including prolongation of estrus and ane--the granulosa cells of these atretic follicles. Atrophy of Table 6 . 
DISCUSSION
all 3 studies. These were considered to be related to inhi- et al. irregular estrous cycles, prolonged copulatory intervals and reduced fertility in the present studies are probably due to hyperprolactinemia. The alveolar hyperplasia of the mammary gland was also considered to be related to hyperprolactinemia (Lucas et al. whose receptor is inhibited by CPZ, has been reported to have a critical role in preovulatory LH surge and ovulaTherefore, both the anti-dopaminergic and anti-adrenergic effects of CPZ were considered to be involved in inhibition of ovulation and induction of large-sized atretic follicles. Changes in the uterus or vagina are related to the -ed to the hormonal imbalance resulted in the decreased uterine weights, atrophic changes in the uterus and vagina cycles and copulatory intervals and reduced fertility. gonadotropin stimulation in the rat: putative mechanism involving ovarian production of beta-endorphin and prostaglandin. 83 -duction: a test of administration for nine weeks before breeding.
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